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REMARKS 

Claims 2-13, 19, 20, 24, 26-28, 31, 46, 48-53, md 56-58 are pending. Claims 14- 

18, and 55 have been withdrawn as directed to non-elected subject matter there being no 
allowable generic or liukitig claim at this time. Claim 2 has been amended to change the term 

"comprising" to the tenn "consisting essentially of Upon mtiy of this response claims 2-13, 

19, 20, 24, 26-28, 31, 46, 48-53, aiul 56-58 are subject to examination. Now new matter has 
been added. 

Each of the objections and rejectiotis set forth in the Office Action are addressed below in 
the order presented therein. 

Rejections under S5 ILS.C. § 102 

Claims 2-13, 19-20, 24, 26-28, 31, 46, 48, 50, and 56-58 stand rejected under 35 USC § 

102(a) and 35 U.S C. § 102(e) as allegedly bei^g anticipated by King (U.S. 2002/0165158 Al), 
as evidenced by Capien (Trends in Biotech. 20(2);49-51, 2002), Applicants respectfitlly 
disagree. 

As an initial matter, the Office stated that "with respect to claims 57-58, for the piuposes 
of searching tor and applying prior art... 'consisting essentially of will be construed as 
equivalent to 'comprising, "'(Office Action, p. 4), Applicants respectfully refer the Office to 
claim 58 where tlie term "consisting essentially of is not used, but ratlier the term "consisting" 
is used. As such, the rejection of claim 58 is improper because the Office has misinterpreted the 
ciaim,s. .Accordingly, Applicants respect&Hy request tliat tlte rejection of claim 58 under 35 
U.S.C, § 102 be withdrawn. 

Claims 2-13, W-20, 24, 26-28, 3 ! 46, 48, 50. and 56-58 are not anticipated bv the Kniii 
jefeKMKL ht\au>e the Kuig leiefeiKc (hii^ t(.i disclose a naked dsRN \ tnole;.ule and king laiK lo 
disclose a method wlicte the d^RN A ii> tuiftlclvcd ^kios^ ^aid bluoJ-bram oi blood-ictma batuei 

Applicants note that the Office's mteipietation of the term ^ uaKed^ and compri,smg' i,s 
incorrect. Althougii the Office is conect in noting that the term "comprising" is open-ended, the 
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interpretation of the claim must stiU be reasonable in view of tlie specification and the plain 
language o{ ihe oLnn) U ^ io^jOLtfuHv subur'itja rl n cltJtm mictpicuuum i>{ {ho 

tj ansuion piini^c punides for the iecned i/r/>i of tb. Tu^r^^-a lo hi t)pen-ended but nut tot 
fi'Oniplc, tlic dsRNA molecule itself to be open-ended, partjcularly when ^iich a consatKtion 
dijccil> coniraditt^ the plaui meaning of the conipobitjon The Office alleges that the present 
specification states that dsRNA can be delivered witli other carriers and, therefore, "naked'' can 
be cottsirued to include "encapsulating naked dsRNA molecules." (Non»Final Office Action, 
page 6). "fhe Office's interpretation is incoiTect and repugnatit to the plain meaning and the 
meaning put fonvard in the specifscation. One of skill in the art would iraderstand that the 
meaiiing of the term "naked" means that it is not encapsulated by a micelle or liposome, if a 
dsRNA is encapsulated, by definition it is not naked. Using the Office's interpretation, if a claim 
recited "a composition comprising a naked person" tliat person could be reasonably interpreted 
to be encapsulated by clothing. If such an interpretation were used the person would no longer 
be naked because it would be repugnant to the definition of naked. Accordingly, the Otllce's 
interpretation is not reasonable because it contradicts what is actuaUy claimed. 

The Office responds to the present argument regarding the intetpretation of the term 
"naked" by referring to the specification. The Office states, citing pages 14, lines 1-5 of the 
present application tha t "the specification discloses that a preferred embodiraent of the method is 

to administer the pbaiinaceutical composition comprising a naked dsRNA by suitable carrier." 
-Applicants fespectflilly refer the Office to page 14, hries 1-5 of the present application, which 
states; 

In a piefcued cinhodunem vn^ tbt no*hod^ and use^ of the pie^ent 
nnenuon iIk cofuposmon is ni a foim desiuned to be unreduced 
mio the telli oi u-^suc ot the C\S oi eye by a suitable camci, 
(„haiactenzcd b\ the application t>cturrmg outside the blood-CNS 
and or blood-retma barriers, for instance as eye drops. It can also 
be adnuntsicrcd systermcaliy, lontophoretically or by retrobulbat 
injection. 

Applicants respectfully request tlie Office to point to where this section states that the 
coinpo.sition comprises liaked ds.RNA.. This embodiment does not refer to the tusked dsRNA in 
any way that could be interpreted to include encapsulated dsRNA. There is nothing in the 
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present specification that permits the Office to read in the Hmhatiort that naked could encompass 
encapsulated by a mi^eyat ,!i^^■^c1u> '^Ik^ quoted poitjon 'U liie spcoiJkauon 

de&ciibes an embodimenl hut ti\i> cirooJ.n\en{ ^ n^n the escfusive embodiman <if Ok pKseni 
application The OffjcC has n^ken an umcasonablc intcqMctfitton of the term ''naked' and 
compounded die mistake b> teadnig bnntatJons not only inio the ciatnii but also mto the 
specification. Accordingly, the Office's construction of the term is not reasonable. 

When the proper construction of the tenn "naked" is used the King reference fails to 
anticipate the presently claimed invention. The Office responds to this argument by alleging that 
King discloses nucleic acids of the invention that can be combined with one or more suitabie 
carriers tliat are appropriate for the route of administration and that the carrier may be saline, 
(Final Office Action, page 6). Although the Office does not state that these elements are equal to 
naked dsRNA, Applicants will interpret this rejection to mean that the combination of these 
elements is equivalent to the naked dsRNA that is presently claimed. Applicants respectftdly 
assert that even viewing King in its entirety, King fails to teach or discuss a naked double- 
stranded oligoribonncleotides. For a reference to anticipate a claim tire reference "must not 
only disclose all elements of the claim within the tour corners of tlie docuiiient, but must also 
disclose those elements 'arranged as in the claim,'" NetMomy v. Ferisign 545 F.3d 1359, 1369 
(Fed. Cir. 2008). 

In hk^tMoficy, the alleged prior art reference discloses two separate examples that 
contained all of the elements of the claim at issue. Id at H"! The fefereiKC h<n^e\ct, iaileJ 
to anticipate the claim because the reference did no{ disclose all the clenk'uts of the claun a\ 
they were presented in the claim. Id Here, die Office has done what the Federal Ciuani has 
said is not proper for proving anticipation. The OlTice has picked and chosen eiemenis ftom 
dtroughout the King reference in an attempt to show that the King reference discloses a naked 
dsRNA. The Office cannot himt for the elements to prove that the reference discloses them in 
some combination. The Office must look to see what King discloses and how those elements 
are arranged in the claim to see if King discloses the elements in tl\e same manner. Here, the 
King reference fails to disclose a naked dsRNA. Accordingly, King tails to atnicipate the 
pending claims. 
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The King reference also fails to anticipate claims 8, B, and 48, The King reference fails 
to diitu^-. or suggest an tnnct segment of ;bo ^n.. h\] {^]d\m $K a dvsRNA nvkeuio xhsi ii> 
between 21 .md 21 niicieoudes m icngth icla.tn H) o a dsR\ \ tliat CiMUatui two s\ mnKtriLa! 
V o\cihang- of two nuck'otKles m length (claim -IS) AccurdingK, The king icteienci. cannot 
amjcipatc clauns 8, I?, and 48 because the King lefeience faib to disclose each and cvciy 
element of tbe claims. 

For this reason and the reasons stated above^ the King reference cannot anticipate the 
pending claims. In view of the foregoing, AppUcants respectfully request that the rejection under 
35 U.S.C §102 be withdrawn. 

Rejection under 35 UXC § m 

Claims 2-13, 19-20, 24. 26-28, 31, 46, 48-53, and 56-58 are rejected under 35 U.S.C. 
§i03(a), in light of Robinson et al. (U,S, Patent No. 5,814,620) in view of LaFleur et al. (U.S. 
Patent No. 6,433,145), and Tuschl et al. (U.S. Patent AppHcation No. 2002/0086356). 
Applicants respectfully disagree. 

The claims are not obvious because the combination of the references fails to yield the 
presently claimed invention. The combination of the references does not yield a composition 
comprising naked dsRNA. As discussed above, the Oftice'.s interpretation of the term 
"comprising" as it relates to the term '^aked" is not reasonable. Applicants respectfliliy request 
that tlie Office reconsider its interpretation of the term ''naked'' in view of the foregoing. 
Applicants respectfolly assert that the Office's interpretation is repugnant to the present 
specification and the plain meaning of the tenns. One of skill in the art would not consider 
encapsulated dsRNA to be naked dsRNA. By definition, encapsulated cannot mean naked. 
.Accordingly, the claims are not obvious because the combination does not yield the presently 
claimed invention. 

The claims are also not obvious, even if the combination yielded die presently claimed 
invention, because the Office has Mled to show that one of skill in the art would have had a 
reasonable expectation of success performing the claimed method with naked dsRNA. As 
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discussed previously, diere is no indication tliat naked dsRNA can even cross the blood-brain or 
the blnod uHHU b^fiK"! Hk idditto'ia' Ttki^n^.N i otiu ^LnitnTs o{ liie tLuins tnereiv J0<.5to 
added ^.Ln-itints \Mthout addi^ssuij this pnman deficij^iKs Vs •^uth the tcfcictKes do not t^ai.h 
01 e\(.ii sUj^gcst cuKh rfiid e\ci\ u-kmcntof the claims \\ith a icasonabk expert nu>n sticcess 
Tiac Ofiite't. re^pon^e to tins iaa is to me an unreasonable mteipieUtion ol the claims to show 
that the combination yields the presently clanned invention. Applicants respecttullv assert that 
in view of a reasonable interpretation of the claims, tiie obviousness rejection must be 
withdrawn. 

The Office alleges that in view of Robinson and LaFleur it was "routine for those of 
ordinary' skill in the art to formulate a composition consisting essentially of a dsRNA molecule 
and saline." Applicants refer to Robinson Examples 2 and 3 and LaFleur's recitation of a naked 
polynucleotide. Applicams respectfuUy disagree with the interpretation of these references. 
Robinson fails disclose a dsRN A oligoniicleoiide. Examples 2 and 3 of Robinson describe the 
administration of an antisensc oligonucleotide, which is a single-stranded oligonucleotide. 
LaFleur cannot remedy tliis deficiency because LaFleur also fails to disclose a naked dsRNA 
oligonucleotide, LaFleur discloses DNA and RNA, but not dsRNA. Single stranded RNA 
molecules and dsRNA molecules are not equivalents and the Office has provided no evidence as 
to why they would be considered equivalent by one of skill in the art. Therefore, the Office's 
conclusion that it was "routine" to ibimukitc a naked dsRNA composition is not supported by 
tile cited fel^erences. "[Rjejections on obviousness cannot be sustained by mere conclusory 
statements; instead, there must be some articulated reasoning with some rational underpimiing 
to support the legal conclusion of obviousness." (M.P.B.P. 2141, quoting KSR v. Teleflex S Ct. 
2007). Here, the OfRce's conclusion of obviousness is based on facts that are not in the 
refuicnccs Robinson and I aFleui do not show that U was loittuie lo tsse nakeil dsRN \ ihc 
OffiCc iaiLd to (.ue aiiv oihet refejence to cute this der!eienc\ -\LC(.iidmgh , the OiTice ha<; 
i'.ulcd to i.m\ it- biiidLii tu ^uppuft a nndniix that the clainit, i\ic puftu fu^ie obstou-. because 
the t.)ffice has faded to demonstrate that there would have been a reasonable expectation of 
success based upon the cited references. Therefore, the rejection must be withdrawn. 
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U.S.C. § 103bewithdra\m 
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COISCLUSION 

For the reasons discussed above. Applicants respectfuHy request reconsideration of the 
rejections of the claims. Applicants believe that the claims are in proper form for allowance. If 
the tindersigned caii be of assistance to the Examiner regarding any of the above,, please contact 
the undersigned at the number set fortb below . 

It is not believed thai any additional fees are due; however, in the event that an additional 
fee is required for this response, the Commissioner is hereby authorized to diarge such fees to 
Deposit Account No. 50-0436. 



Respectfully submitted. 
By; 

Daniel M. Scoloick, Ph.D. 
Reg. No. 52,201 

PEPPER HAM ILTON LLP 
One Mellon Center, 50*** Floor 
500 Grant vStreet 
Pittsburgh, PA 15219 
Phone: (412) 454-5000 
Facsimile: (412) 281-0717 
Date: March 4, 2010 
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